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12420 Parklawn Drive, rm. 1-23
Rockville, MD 20857

Dissemination of Information on Unapproved/New Uses for Marketed
Drugs, Biologics, and Devices; Docket No. 98 N-0222

To Whom It May Concern:

The Consumer Federation of America urges the Food and Drug Administration to
enact strong regulations governing the dissemination of information related to
unapproved and new uses of marketed drugs, biologics and devices. The
adoption of the off-label provisions folIowed a negotiated compromise which
included a system of “safeguards”. The insertion of the sunset provision is proof
of the controversy. There is virtually no legislative history, and the statute
language is prescriptive, leaving little to FDA interpretation. In general, we think
the FDA has acted correctly here to protect public health and safety.

CFA opposed last year’s Food and Drug Administration Modernization Act
(FDAMA). Among other concerns, we were distressed by the lowering of the
efficacy standard and the adoption of Sec. 401 [codified as Sec. 551], allowing
off-label promotion. Separately and together, we believe they will allow millions of
Americans to use products whose safety and effectiveness has not been
thoroughly established.

CFA is also a signatory to comments in this Docket filed with other patient and
consumer organizations. Those comments are incorporated herein by reference.
We offer the following additional comments.

Information that mav be disseminated Sec 99.101

First, the definition of “scientifically sound” is within the FDA’s discretion, subject
to an “arbitrary or capricious” standard. It is important that the FDA give
unambiguous direction to industry, as it has done so here.
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More to the point, based on our discussions with experts, what the FDA is
requiring here is nothing more than the standard format for articles in peer-
reviewed literature. The attached page from the Journal of the American Medical
Association’s Instructions to Authors bears this out.

Further, the medical journal editor who spoke at the public hearing did not
indicate concern about the proposed definition, but welcomed clear guidance
from the FDA. With the passage of FDAMA, we are entering a new paradigm in
drug testing and marketing. Is there any doubt that there will be increased
incentive get the results of clinical investigations published quickly? To the extent
that journals on the Index Medicus do not require such disclosures in articles,
they should.

At least in the case of health care practitioners, this information needs to be
included in the article for a fair evaluation. Under the usual time constraints, it is
both unrealistic and unfair to expect a practitioner to independently track it down.

Mandatory statements and information Sec. 99.103

There is little opportunity for FDA interpretation here.

The factors listed for consideration in determining whether a statement is
“prominently displayed” do not dictate a particular format, but serve notice that
valuable information cannot be buried or downplayed by clever packaging.

There should be no confusion about what is required of manufacturers. More
important, recipients of the information should not be confused. This can best be
accomplished by an up-front, consistent [in terms of wording] notice of the off-
Iabel nature of the use being promoted.

Economically prohibitive supplements $ec 99.205

It is up to the FDA to define “economically prohibitive”. It must give consistent
and clear construction while not allowing the exceptions to become the rule. This
is an area fraught with controversy. What does it really cost to conduct studies?

We believe that the FDA has given a fair construction of the word “prohibitive”.
After all, Congress did not say economically “difficult” or “practical”. Given the
indefinite nature of this exemption, it should only be used in the rarest of
circumstances.

CFA supports requiring the report of an independent certified public accountant



instead of manufacturer attestation. This will ensure some level of due diligence
in reviewing cost estimates and, presumably, less pressure to inflate the
numbers.

Manufacturer statements and certifications

In several sections [99.201, 99.203, 99.205, 99.303], the manufacturer is required
to submit a statement or other documents to the FDA. CFA recommends that all
such statements, certifications and documents be certified by an oticer from the
manufacturer’s executive committee.

The risks associated with off-label dissemination are great, and we expect high
public scrutiny. Senior management must be vested in the process and must not
be able to evade public responsibility downstream.

Recordkeepina  and reports

CFA urges that in ALL cases, manufacturers be required to keep records
identifying individual recipients of the disseminated information. Short of that,
there is no guarantee that timely and decisive corrective action can be taken in
the event of a serious adverse effect. Cessation of dissemination is not the
critical issue, it is notification of those already at risk. Without the ability to notify
practitioners, there is less chance of success.

Presumably, off-label dissemination is not meant to circumvent FDA review and
should be limited in scope. Therefore, any recordkeeping burden is outweighed,
at least in the short term, by the risk presented and the need to make off-label
dissemination work safely.

Request for clarification

Finally, we seek clarification under Sees 99.201 (a) and 99.501 (b)(3) that a
manufacturer must submit any additional article or publication to the FDA for 60-
day review before it can be disseminated. While we think it clear from 99.201,
that this is the case, there should be no room for argument under section 99.501
that making the semiannual filing is sufficient once the manufacturer has received
the initial approval to disseminate information about a particular use.

Legislative Director
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MANUSCRIPT CRITERIA AND INFORMAnON
JAbfA is an international, peer-reviewed, general medical journal,

with simtitmmoue  printing in the United States and United King-
dom, distribution to made-m in more than 14S countries, and 18 sepa-
mte international editiorw published in 11 langue~,

Manuscript Submlmfon.—All  manuscripts should be sent to the
Editor, George D. L~db~,~,JM~,  515 N State St, Chicago, IL
80610 USA; telephone: (312) 4&k240z k: (312) 464.5f@ e-mafk
JAMA.tns@snu-aasn.org.

bfanuscrfpt.e are coneidemd  with the understanding that they have
not been published previously in print or electronic format and are not
under cottsidemtion  by another publication or electronic medium A
complete report following presentation at a meeting or publication Of

w--W  el~ewhem  %?,  ~ m abeI=@  ran  be  conaidemd.
Include  copI-of  possibly  dupkstivematetid that has b= previously
published or is currently being considered eleewhem}@@-l@ Authom
submittin manuscript or letters to the editor regamfingadveme  dreg

for medics devme reactions, reportable @eases, and the like shoufd
also report such to the relevant government agency.

Electronic Submiseion,+hort  manuscripts that do not contain
tables or tlgures  and letters w the editor may be submitted via e-maiL
Send letters taJAMA-letters@wna.assnorg (we rnsttuctionsbeiow).
Send short manuscripts to .JAhMrns@wna-assn.~ All manuaaipts
sent via ~msil must be copied and embedded in the actual ~mail
message. Do not send attachments.
categories of Afdclea

JAMA  publiahex original cotttmlmtions, review tick, brief re-
ports, special communkw.ions, commentatiee,  Iettem to the edftor,
and many other categnriea of articles. Topics of interest tndude  all
subjects that relate to the pmd.ice ot%wdicine  and the betterment of
public health worldtide.  The most kquent categories of articles am
deatihed below.

Oritinel Contrib@ions.-Rendomiaed  conttdled triafs (see page
71 for apecilic  instructions), intervention studies, studies of eaeening
anddfagnosttc  Cesta, OW.4s3me studtes,  cost-efktivenaemdyaes,  mse-
control series, and sameys  wtth high response ratis. Regismred trials

f should  rnclude the registry and registmtion number. Erich manuscript
“ should clearly state  fia  objedive orhypotheaiq  the desimt end methodsA

Y [J (including the study =*g and tie period, patients-or participants
with inclusion and exclussnn dtesia  or data sources end how these

[

were selected for the study); ?-he essential features of any interven-
ktio% the main outcome measures; the main reaulta of the atud~ a

comment settion placing the results  in the enntext  of pubfiafted lh.era-
turq and the concfuaions.  For more information, see I@amtions for
Preparing Structured Abstracta on page ?i,”*= Typical !engtfx
20004EQ wmis (not including table8, tigures, and refwencee).

Re@ews.-SyWmtattc, aitical assessment of Titemtum end data
Sourre!i  pHlir@g to &itsd topim, emphasizing factora such se cause,
mfs!~~~,thewy.~p~~ti~ A.11-~~d*~
reviewed should include information about the spadfle  type of study or
a.nsd@ar population, Mfo-fention,  exposure, and  teats or outcomes, All
articlee or data scmmes  should be selsctd systematically for inckdon
itrthe review and cWcally ewduated, and the eelecdon process shoobf
be desMbed in the paper. Me-analyses also will be considered as
rtwie.e.”~’  Retiew manmwtlpta  that do not meet th~ ~M
~ not be acmpted.  For more information. see Inscnsctions for Pra-
paring structured Abatrwts on page 71. T@al length: 4000 words
(not inclnding tables, tlgnrea. and M-w=+).

Brtef Reports.-$hott  reports of originrd  studies or evrJuations,
We will also consider clinical cases (indi}ldual or a series), but they
must be unique, fh%t-tb’tte reports. Individual case mpot-t.s are rarely
accepted for publi=tion. Typical lengtk  RW 1600 words [not includ-
ing L?bles, figures, and refetmces).

Lettera to the Editor.-Letters discussing a recent JAMA article
are welcome, They should be recetiad  withrn  4 weeks of the article’s
publication and mtt bc faxed to the editorial office in Chicago at (312)
464-s824 orsenc via e-mail to JAMA-letters@ama.sssn.org. For faxed
letters, please also sand  a hard copy by surt%e tnsdL Letters report-
ing original research including case series or case reports, elm are
welcome. Lette=  should be cypewtitten,  doubk+spaced, end must
not exced 600 words  of text wd 5 references.

Crtteda for Manuscript Acceptance

Manuecrtptaaubmitti  to~J()~NWehould meet the following
criteti the material is ongb@ the writing ie cle.aq the study meth-
ods are appropriate; the data am vali~ the conclusions ems reeaonable
and supported by ttse da% the information isbnportan~  smd the topic
baa generaf  medkd intereak From these baeic crit+ we sssess a
paper% di Wlity for publication We receive approximat.dy 4000

%’PQpm = ~, bllt pubifah Ody  4bOUt Ii%  Of UtlSOUdtd  ~u-
ecripta. Because of this competition for space tn THE JotmNu, we
advise authors to foflow these inatruetfone end to keep papera as btief
&e possible while still meeting the quality criteria described herein
A-hip iflfM’MdOll

Designate a cortwponding  author and provide a complete eddrem,
telephone and fk mtm~ and &mail address. Authoro  mayinelude
explanation of each author’s ctmtribtion and add a publishable foot-
note qkdnfng specfilc  contrfbutiona.i{~~

GmupAsAhorahip-Ifsuthmhipig *tedtoagmop(eithersolely
or in addition to 1 or more individuelauthors),  elf members of the group
muss meet the full critm?a and .~ for aotborahip d~xribed
in the foflowing  pmagrapfw.  A grcwp may designate I or more authors
to take nqonaiity’’foF’ thegmup,h wbichcsae  thenthergmup mem-
k are not authom, but maybe )&ted in an ‘dt’lOwkdg!Oellt.lf*

Authorship Re@rementa,-WM the cover letter include (1) the
statement on authorship criteria end responaiiility and (2) the etate-
ment m%andxl  dierlosure and (s) eitbar the smtement on cop-t
or the titatement on fedeml employmd.  Eaeb of these 3 statements
must be reed and s@ned by all authom>~~ (4) ‘I’be coneeponding
author must sign the Acknowladgtnent statement. (Sea also page 69)

1, Aut.horshipCriteriaand  brpmaibiI&.-Mpersm  listed as
authors moat meet all the fotIowing critesia for authomhip~@@$-e%

~ ‘I ce+’tify  that I have padcipated  au13cienUy  in the wo*  to take
pubfic maponmili~ for the content.

● I cett@ that (1) I have made substantial eontriftions  to the
conceptkmsnd  design oranalysie end rnterpretetion  of da@  end # I
have made substantial contributionsto dmiling the at-tide orrevieing
it critically for important intellectual contat; and (3) I have given
tlnal approval of the ver@on  of the at?irle to be pub)khed.

* I mrtify that the manuscript re reeente did work md that nei-
ttherthis manuscript nor one with su etantielly  similar mntent under

my authmddp hae been pabliihed or is beiug considered for publi-
cation eisewhere,  except ae deecribed in an attstchment.

● I atteatthat,  ifrequeatedby  the editors, I willpmwfde  the data or
will mmpamte fully in obtebdttg  end provkihrg the data on which the
menoacriptia  baaed for examination by the edftms or their eesigrtees”

(Contind on - m.)

❑  1 . - ’ ’ - . ”
❑ 2

c1 9,

•1 4.

•1 3.
❑ 6.

❑ ‘T.

E 8.
•1 !3.
❑ 10.

c1 12

❑ 1s.
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mrmos orqpnm  manuacnpt  aoo 3 pnocompme.
On the title  pare.  include a word count for text only,  exclusive of titte,
abstmu%  Mereneee.  tables. imd 6gttre  legends.
Include statemenc+dgned by each euthm--on  (1) mtbomhip  crtt.e-
ri8 and tvponsibllity, (2) 6nandsl dtackeure, and(f3)  copyvfubtt-a-
fer or federtd emplojmmk
hmtude  etateomnt signed by mmmpondin~ author chat written ~
mission haa ken obtained fiona @l pemone  named in the AeknowL
edgmenL
[nclude reseed  or pmjsct supporth?onding fn an Acknowledgmen~
Doisbk+pam nuumaaipt (tea-t  =3d =f-=-) ~ l-e IWc M-
gina Imfustb%d  (ragged).
C3mcttatl  refemnms  for acarrasy and mnspleteness.  Pot references in
pperf~  ~ n~~d  order, making sure each iq dted in therein
send 4 WCs  of au ilhatmuons.
Provide an abstmct  that mnforma  with the required abstract formsL
ktude written~n ~ e- fi~d~ iden~~ ws SO-
rOr personal mmmont-n
hwhuie informed consent fbmm for idemi6able patient dewriptiom,
photqmlph% and pedigrees.
Include .nnen  permisrnm  t%’mpobliahera  coreprcduce oradaptp-
ViOUSiy  published ihSWSdO?19  and tidies.
On the title x deeigna@  a comesponding  aurhor and prm’ide a
complete  addre-%  telephone and fax numbem,  md GA d-
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